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Status 

1 )^| Responsive to communication(s) filed on 22 August 2008 . 
2a )£3 This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 60,61, 68, 70-72, 76, 78 and 79 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 60,61, 68, 70-72, 76, 78 and 79 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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DETAILED ACTION 
Application Status 

1 . In response to the previous Office action, a non-Final rejection (mailed on 
02/22/2008), Applicants filed a response and amendment received on 08/22/2008. Said 
amendment cancelled Claims 1-59, 62-67, 69, 73-75, 77 and 80-86; amended Claims 
60 and 70. 

Claims 60-61, 68, 70-72, 76 and 78-79 are pending in the instant office action 
and will be examined herein. 

Claim Rejections - 35 U.S.C. § 112, First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

New Matter 

2. Claims 60-61, 68, 70-72, 76 and 78-79 are rejected under 35 U.S.C. 112, first 
paragraph, new matter, as failing to comply with the written description requirement. 
The claim(s) contain subject matter, which was not described in the specification in such 
a way as to reasonably convey to one skilled in the relevant art that the inventor(s), at 
the time the application was filed, had possession of the claimed invention. 

Claim 60 (Claims 61, 68 dependent therefrom) and Claim 70 (Claims 71-72, 76 
and 78-79 dependent therefrom) recite the limitation of a buffer solution and an enzyme 
solution having "about 28% PEG8000", "about 0.1 M Na-acetate", "about 0.1 M 
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imidazole", "pH of about 6.8", "about 5 mM YbCb", "about 5 mg/ml LTA4 hydrolase", 
"about 10 mM Tris-HCI", "pH of about 8" and "about 1 mM bestatin". The recited 
constituents are disclosed in the specification, on page 36. However, the recited 
limitations for buffer and enzyme solutions with the term "about" are not supported by 
the original disclosure. The applicant is advised to point out the support in the original 
disclosure or amend the instant claims. 

3. Claims 60-61 , 68, 70-72, 76 and 78-79 are rejected under 35 U.S.C. § 1 1 2, first 
paragraph, written description, as failing to comply with the written description 
requirement. The claim(s) contain subject matter which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of he claimed 
invention. 

The rejection was stated in the previous office action as it applied to previous 
Claims 60-62, 68, 70-72, 76 and 78-86. In response to this rejection, applicants have 
cancelled Claims 1-59, 62-67, 69, 73-75, 77 and 80-86; amended Claims 60 and 70; 
and traverse the rejection as it applies to the newly amended claims. 

Applicants submit that in view of their discovery of a method for crystallizing the 
LTA4 hydrolase, and in view of the teachings of the specification, one skilled in the art 
would appreciate that Applicants were in possession of the claimed invention at the time 
of filing of the present application; and argue that instant amendment in accordance with 
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the Examiner's recommendation, to specifically recite the crystallization conditions set 
forth in the specification; thereby rendering the foregoing rejection moot. 

Applicants' arguments have been fully considered but are not deemed 
persuasive for the following reasons. The examiner notes that instant amendments 
recite constituents of the buffer solution and the enzyme solution used in a method of 
crystallizing the protein of SEQ ID NO: 1 . Contrary to Applicants' argument, the recited 
term "about" and/or "comprising" makes the instant method claims much broader than 
the crystallization conditions disclosed in the specification on page 36. Also, the 
recitation of the open term "comprising" for a buffer solution and an enzyme solution is 
so broad as to encompass many additional compounds in the solutions. As previously 
noted on page 7, lines 3-9, "In general, for a species of crystallization to be adequately 
structurally described, the following must be adequately disclosed: a composition of the 
protein solution and a precipitant solution used in crystallization (exact concentrations 
and volumes of all molecules used in the crystallization) must be described, including 
(1) the protein (preferably a SEQ ID NO of all included residues) (2) any ligand added 
(3) the precipitant solution(s)." The method of crystallization encompassed by the 
breadth of the claims is not adequately described because a singular chemical 
composition can crystallize differently based on the crystallization conditions, and the 
space group and unit cell dimensions of a crystal of any given chemical composition can 
only be determined by analyzing that crystal's X-ray diffraction (Giege et al. 
Crystallogenesis of Biological Macromolecules: Facts and Perspectives. Acta Cryst., 
(1994) D50: 339-350). The method having crystallization condition to crystallize any 
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protein comprising SEQ ID NO: 1 in the presence of about 1mM bestatin and any other 
composition added beside recited constituents in Claims 60 and 70 cannot be 
sufficiently described by the instant disclosure of specification on page 36. Thus, in 
view of the teachings of the specification, one skilled in the art would recognize that 
Applicants were in possession of the full scope of claimed invention at the time of filing 
of the present application. 

4. Claims 60-62, 68, 70-72, 76 and 78-86 are rejected under 35 U.S.C. § 1 1 2, first 
paragraph, scope of enablement, because the specification, while being enabling for a 
method comprising crystallization of SEQ ID NO: 1 in the presence of bestatin by the 
condition described on page 36, lines 3-19, that results in a crystal having the space 
group P21212 and the unit cell dimensions a=67.59 A, b=1 33.51 A, c=83.40 A and 
a=p=Y=90°; does not reasonably provide enablement for a method comprising 
crystallization of SEQ ID NO: 1; wherein the crystallization is performed with any buffer 
solution as long as it contains about 28% PEG8000, about 0.1 M Na-acetate, about 0.1 
M imidazole at a pH of about 6.8 and with about 5 mM YbC13 as an additive; and any 
enzyme solution as long as it contains about 5 mg/ml LTA4 hydrolase comprising the 
amino acid sequence of SEQ ID NO: 1 (i.e., any protein or fusion protein as long as it 
contains SEQ ID NO: 1) in about 10 mM Tris-HC1 at a pH of about 8, supplemented 
with about 1 mM bestatin; wherein the buffer solution and the enzyme solution can have 
any other additional constituents (e.g., compounds, molecules or proteins). 
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The rejection was stated in the previous office action as it applied to previous 
Claims 60-62, 68, 70-72, 76 and 78-86. In response to this rejection, applicants have 
cancelled Claims 1-59, 62-67, 69, 73-75, 77 and 80-86; amended Claims 60 and 70; 
and traverse the rejection as it applies to the newly amended claims. 

Applicants submit that in view of their discovery of a method for crystallizing the 
LTA4 hydrolase, and in view of the teachings of the specification, one skilled in the art 
would be able to make and use the claimed invention using only routine 
experimentation; and argue that instant amendment in accordance with the Examiner's 
recommendation, to specifically recite the crystallization condition set forth in the 
specification; thereby rendering the foregoing rejection moot. 

Applicants' arguments have been fully considered but are not deemed 
persuasive for the following reasons. The examiner notes that instant amendments 
recite constituents of the buffer solution and the enzyme solution used in a method of 
crystallizing the protein of SEQ ID NO: 1 . Contrary to the Applicants' argument, the 
recited term "about" and/or "comprising" makes the instant method claims much broader 
than the crystallization condition disclosed in the specification on page 36. Also, the 
recitation of the open term "comprising" for a buffer solution and an enzyme solution is 
broad to encompass any other additional compounds in the solutions. As previously 
noted on page 10, lines 8-12, methods of protein crystallization were well known in the 
art, but the ability to crystallize a given protein was, at the least, challenging to a skilled 
artisan as even minor alterations in the conditions of crystallization could result in 
altered crystal forms, crystals of sub-diffraction quality, or a lack of crystal growth. 
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Drenth et al. ("Principles of X-ray Crystallography," Springer, New York, 1995) teaches 
that "the science of protein crystallization is an underdeveloped area" and "protein 
crystallization is mainly a trial-and-error procedure" (p. 1). One cannot predict a priori 
those conditions that will lead to the successful crystallization of a diffraction-quality 
crystal as evidenced by Kierzek et al. (2001 , Biophys Chem 91 :1-20), which teaches 
that "each protein crystallizes under a unique set of conditions that cannot be predicted 
from easily measurable physico-chemical properties" and that "crystallization conditions 
must be empirically established for each protein to be crystallized" (p. 2, left column, 
top). Even minor alterations in the crystallization parameters can affect crystallization as 
evidenced by Branden et al., which teaches that the formation of protein crystals is 
critically dependent on a number of different parameters, including pH, temperature, 
protein concentration, the nature of the solvent and precipitant, as well as the presence 
of added ions and ligands to the protein (page 375, middle), as noted in the previous 
office action, page 1 1 . The quantity of experimentation needed to make or use the 
invention based on the content of the disclosure is very high and a skilled artisan is left 
to experiment by a trial and error process to determine whether the disclosed 
crystallization conditions can be applied to crystallization of any protein comprising SEQ 
ID NO: 1 (e.g., any fusion protein containing the SEQ ID NO: 2) can be crystallized 
under a different set of crystallization parameters disclosed in Claims 60 and 70 (e.g. 
any buffer or enzyme solution with any additional constituents as long as it contains the 
chemicals recites in Claims 60 and 70). In view of the overly broad scope of the claims, 
the lack of guidance and working examples provided in the specification, the high level 
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of unpredictability as evidenced by the prior art, and the amount of experimentation 
required to make all methods and crystals as broadly encompassed by the claims, 
undue experimentation would be necessary for a skilled artisan to make and use the 
entire scope of the claimed invention. Thus, applicant has not provided sufficient 
guidance to enable one skilled in the art to make and use the claimed invention in a 
manner reasonably correlated with the scope of the claims. The scope of the claims 
must bear a reasonable correlation with the scope of enablement (In re Fisher, 166 
USPQ 19 24 (CCPA 1970)). Without sufficient guidance, determination of having the 
desired biological characteristics is unpredictable and the experimentation left to those 
skilled in the art is unnecessarily, and improperly, extensive and undue. See In re 
Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). 

Conclusion 

5. Claims 60-62, 68, 70-72, 76 and 78-86 are not allowed for the reasons identified 
in the numbered sections of this Office action. Applicants must respond to the 
objections/rejections in each of the numbered section in this Office action to be fully 
responsive in prosecution. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ALEXANDER D. KIM whose telephone number is 
(571 )272-5266. The examiner can normally be reached on 1 1 AM-7:30PM. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Bragdon can be reached on (571 ) 272-0931 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
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USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Alexander D Kim/ 
Examiner, Art Unit 1656 



/Richard G Hutson/ 

Primary Examiner, Art Unit 1652 



